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Responsive to communication(s) filed on ■ 

This action is FINAL. 

Since this application is in condition for allowance except for fornnal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Quayle, 1 935 CD. 11 ; 453 O.G. 21 3. 

A shortened statutory period for response to this action is set to expire 3 nnonth(s), or thirty days, whichever 

IS longer, from the mailing date of this communication. Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 



Disposition of Claims 

X Claim(s) 1-14 

Of the above, claim(s) 
C!aim(s) 



X Claim(s) 1-4 



X Claim (s) 5- 74 
Claims 



is/are pending m the application, 
is/are withdrawn from consideration. 

is/are allowed. 

____ is/are rejected. 
is/are objected to. 



are subject to restriction or election requirement. 



Application Papers 

See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 
The drawing(s) filed on is/are objected to by the Examiner. 
The proposed drawing correction, filed on is approved 



disapproved. 



The specification is objected to by the Examiner. 

The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

X Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 1 9(a)-(d). 
X All Some* None of the CERTIFIED copies of the priority documents have been 
. received. 

X received in Application No. (Series Code/Serial Number) 08/624,398 . 

received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 

*Certified copies not received: ^ ^ 

Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 
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Art L'nit 1652 

DKTAIl.KD A( HON 

1 Claims 1-14 are pending 

Specification 

2 The title of the invention is not descriptive A new title is requircl that is clearK' indicative 
of the im ention to w hich the claims are directed 

"i I he following title is suggested "DNA molecules for expression of iiile Salt Stimulaed 
Lipase/" 

Claim Objections 

4 Claims 5-7. 10 and 14 are objected to under 37 CFR 1 75(c) as being in improper form 
because a multiple dependent claim cannot depend from any other multiple dependent claim, 
either directly or indirectly. Claims 8. 9, 11-13 arc objected as they depend upon an improper 
multiple dependent claim See MPEP 608 01 (n) Accordingly, the claims ha\'e not been further 
treated on the merits 

Claim Rejections - J 5 USC ^ 112 

5 The following is a quc^tation of the second paragraph q^^> V S C 112 

The spCLificalion shall conckidc \\\\\\ one or nunc claims pariicularh pvnniing out and 
dislmclU clauning the subjccl maUci w hich ihc applicant regards as hi> in\ cniion 
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0 Claim 1- 4 arc rejected under 35 U S 1 12. second parauraph. as being indefinite for 
tailing to panicularK' point out and distinctK' claim the subject matter which applicant regards as 
the imention 

7 Claim 1 is indefinite as what "BSSL" represents is not provided in the instant claim 

8 The term " substantially similar" in claim 2 is a relati\'e term which renders the claim 
indefinite The term "substantialK similar" is not defined by the claim, the specification does not 
provide a standard lor ascertaining the requisite degree, and one of ordinar\' skill in the art would 
not be reasonabK' apprised of the scope of the invention The use of "substantially similaf * makes 
the DNA which encodes a peptide other than amino acids -20 lo -1 of SEQ ID NO: 2 unclear and 
ambiguous. 

0 The term "biologically actix e \ariant" in claims 1 and 4 is a relative term which renders the 
claim indefinite The term "biologically active variant" is not defined by the claim, the 
specification does not provide a standard for ascertaining the requisite degree, and one of ordinary 
skill in the art would not be reasonably apprised of the scope of the invention All proteins w ould 
be considered ''biologicallv active " One of ordinarv skill in the art would not know^ what the 
metes and bounds are of a variant of BSSL If a specific activity of human BSSL is being referred 
to, that activity should be specificallv claimed, 

10 Claim 4 is unclear if a \ ariant of human BSSL is limited in the instant claim to those 
human I^SSL comprising at least one deletion of the repeat unit consisting of Sl:Q ID NO: 1 
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1 1 Claim 4 IS unclear as the use of ^'being indicated in" makes the metes and bounds of SHQ 
ID NO 1 unclear Replacing "^being indicated in" uith "consisting of" would oxercome this 
rejection 

12 The following is a quotation of the first paragraph of 35 {JSC 1 12: 

riic spccilkalion shall coiiUiiii a xsnUcii dcsciipUoH ofllic inxcniioii. a'l i ol'ilic inaniici and 
process of iiiakmu aiiLi Lism^ il. m ^uch lull, clear, concise, and exact lenii.^ as to enatde an\ 
[X'isoM >k!lleJ in the art to winch it pertains, or with which it is most neaiK coniieclevi. to 
make and use the same and shall set forth the best mode contemplated b\ die imentor of 
*^ai;"\inLi oui iii\entjon. 

13 Claims 1-4 are rejected under 35 U S.C 1 12. first paragraph, as containing subject matter 
w hich was not described in the specification in such a wav as to reasonably con\ e\' to one skilled 
in the relevant art that the in\ entor(s), at the time the application was filed, had possession of the 
claimed invention. The instant claims are directed to DNA encoding a biologically active variant 
of human BSSL However, only the DNA sequence encoding human BSSL has been disclosed. 
Those DNA encoding a biologically active variant of human BSSL have not been disclosed. The 
specification and claims do not indicate what distinguishing attributes are shared by the members 
of the claimed genus of DNA encoding a biologically active variant of human BSSL The scope 
of the claim includes numerous chemical species w ith w idely ditTering structural, chemical and 
phvsical characteristics and the genus is highly variable because for DNA encoding a biologically 
actix e x ariant of human BSSL, a significant number of structural differences betw een genus 
members is permitted. The specification and the claims do not provide any guidance as to what is 
essential to the operation and function of the claimed DNA encoding a variant BSSL polypeptide 
and w hat characteristics could distinguish compounds in the genus of DNA encoding a 
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biologically actix e variant of human BSSL from others in the genus are missing from the 
disclosure Since the disclosure tails to describe the common attributes or characteristics that 
identily members of the genus, and because the genus is highK' \ ariable, a single disclosed member 
of the genus is insufficient to describe the genus One of skill in the art would reasonabK' conclude 
that the disclosure fails to pro\ ide a representative number of soecies to describe the genus ol^ 
DNA encoding a biologicalK acti\ e \ ariant of human BSSL .sec I juvcrsiiv ofi forma \\ I Ji 

14, Claims 1-4 are rejected under 35 CSC 1 12, first paragraph, because the specification, 
while being enabling for a DNA molecule comprising a P. pastons methanol oxidase promoter, 
does not reasonably provide enablement for a DNA molecule comprising a functionally equivalent 
promoter The specification does not enable any person skilled in the an to which it pertains, or 
with which it is most nearly connected, to make and use the invention commensurate in scope 
with these claims. Enablement requires that the specification teach those in the art to make and 
use the invention without undue experimentation. Factors to be considered in determining 
whether a disclosure would require undue experimentation include ( 1 ) the quantit\' of 
experimentation necessary, (2) the amount of direction or guidance presented. (3) the presence or 
absence of w^orking examples, (4) the nature of the invention. (5) the state of the prior an. (6) the 
relative skill of those in the art. (7) the predictability or unpredictability of the art, and (8) the 
breadth of the claims fhe breadth of the instant claims encompass a DNA comprising any 
functionally equivalent promoter. However, insufficient examples or guidance is provided on what 
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comprises a functionally equu alent promoter to the methanol oxidase promoter of J\ pastons. 
1 he skill of those in the art is low in making a tlinctionalK equix alent promoters due to the 
complexities of promoter structure-function relationships L'ndue experimentation would be 
required to determine/make promoters functionally equivalent to the pastons methanol oxidase 
promoter fhe scope of the claims is beyond the enabling sr(,pe of the disclosure 

Double Patentin}^ 

I 5 The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a polic\- reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See /// re ( jooJman, 1 1 F.3d 1046. 29 USPQ2d 2010 (Fed 
Cir, 1993); /// re Longi^ 759 F.2d 887, 225 USPQ 645 (Fed. Cir, 1985); In re Van Orniwr 686 
F 2d 937. 214 USPQ 761 (CCPA 1982); //; re Vogei 422 F.2d 438. 164 USPQ 619 (CCPA 
]970);and, /// re Jhormgton, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutor\' double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1 . 130(b). 

Effective January U 1994. a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply wath 37 CFR 3.73(b). 

16 Claims 1-4 are rejected under the judicially created doctrine of obviousness-type double 

patenting as being unpatentable over claim of U.S. Patent No. 5.827.683 in view of Martinez et 

al Claim 1 of U.S. Patent No. 5,827,683 teaches variants of human BSSU where repeat units of 

BSSL are deleted. U.S. Patent No. 5,827,683 does not teach DNA encoding a human BSSL 

linked with a S. cerevisiae inx ertase signal peptide under the control of a methanol oxidase 

promoter. Martmez et al teach (page 4, lines 1 1-17) an expression \ ector comprising a P 

pastons methanol oxidase promoter followed by the DN A sequence encoding the signal peptide 
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ofthe sucrose irneriase gene otW. ccrevisiae Martinez et al also teach (page line 48 to page 6. 
line 1 I ) that high le\ el expression and secretion of protein are obtained using this expression 
\ ector m l\ pasions Martinez et al do not teach DNA encoding a \ ariant of human BSSL it 
would ha\ e been ob\ ious to one of ordinary skill in the art at the time the inx ention w as made to 
clone the DNA encoding the \ariant BSSl as taught b\' V S Patent No 5.827,683 into the 
pasions expression \ ector taught by Martinez et al tor the benefit of an expression \ ector w hich 
can be used to produce large amounts of secreted BSSL in l\ pasions. One of ordinar\^ skill in the 
art is moti\ated to combine the two references as Martinez et al. teach a general expression vector 
for high level production of proteins by secretion. One of ordinars' skill in the art w ould ha\ e a 
reasonable expectation of success at constructing an expression vector according to the teachings 
of Martinez et al. and containing the DNA encoding the variant human BSSl according to the 
teachings of U S Patent No. 5,827,683 as constructing expression vectors containing DNA inserts 
is well known in the art. Therefore the invention as a w^hole would have been prima facie obvious 
to a person of ordinar\' skill in the art at the time the invention w^as made. 

Claim Rejections - 35 USC if 103 

17 The following is a quotation of 3 5 U S C. 103(a) which forms the basis for all obviousness 
rejections set tbrlh in this Office action: 

(a ) A patent nia\ not be obtained though the nncntion is not identicalh' disclosed or described as set lorth in 
section V:^2 ot'this title, it" the dillerences bctueen the subject matter souQ:ht to be patented and the prior art are 
such that the subiect matter as a uhole \\ ould ha\'e been ob\'ious at the time tlie unention u as made to a [person 
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haMiig oidinarA skill ii; the ail lo which said suhjcvl iiiallci pcitaiii> PalciiUihihl\ shall woi he iicvalucd tn ihc 
manner m wliich the in\ention \\as made 

18 Claims 1. 2 and 4 are rejected under .^5 I' S C P)3(a) as beinLi: unpatentable o\er 'hany et 
al (IS Patein No ^.2(>)J 83 ) in \'ie\\ of Stronian et al (I' S Patent No 4,808.537) Tanu et a! 
teach DN A encoding human bile salt-stimulated lipase and biolouicalK' acti\ e \ ariants of the 
enz\'me. including variants of the 1 1- amino acid repeats (column 5. line 61- column 6. line .^2 and 
hmure 2, column 13. lines 9-14. column 14, lines 13-18) Tang et al teach that the N-termmus o( 
BSSI, has exact sequence identity w ith amino acids -20 lo - I of SbX,) ID NO 2 T he reference 
teaches that expression of BSSL can be done, using the appropriate expression \ ectors. in a \ east 
host as a cytosolic or secreted protein (column 10, lines 52-64: column 1 1, lines 21-30). Tang et 
al do not teach a Pichia pastons expression vector. Stroman et al teach Pichia expression 
vectors containing a Pichia pastons alcohol oxidase promoter and the expression of protein in 
Pichia pastons GSl 1 5 using these vectors (column 17, line 59 - column 21, line 18). Stroman et 
al. do not teach DNA encoding human bile salt-stimulated lipase It would have been obvious to 
one of ordinarv skill in the art at the time the inxention was made to clone DNA encoding human 
bile salt-stimulated lipase and its variants as taught b\' Tang et al into the Pichia expression 
vector taught by Stroman et al for the benefit of having an expression vector for high level 
expression of BSSL in Pichia pastons. One of ordinar\- skill in the art is motivated to combine the 
two teachings as Tang et al. teach expression of the lipase in veast and Stroman et al teach 
expression vectors for Pichia pastons expression One of ordinarv skill in the art would ha\'e a 
reasonable expectation of success at doing this because the DNA encoding human bile salt- 
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stmuilated lipase as taught bv Tang et al would be expected to be capable of being cloned into, 
according to the teachings of Stroman et al , a Puhiti expression \ ector therefore the in\ ention 
as a whole would ha\e been prima tacie ob\ious to one of ordinaiT skill at the lime the iinention 
was made 

19 ( laim 3 is rejected under 3.^ U S C\ 103(a) as being unpatentable o\er Tang et al (I' S 
Patent No ^. 200, 183 ) in view of Martinez et al l ang et al teach DN A encoding human bile salt- 
stimulated lipase and biologically actix'e \ ariants of the enzxme (column 5, line bl - column (\ line 
.^2 and Figure 2, column 13, lines 9-14. column 14, lines 13-18) Tang et al teach that human 
milk BSSL has a 20 amino acid signal sequence and that the mature lipase comprises the 722 
remaining amino acids(column 2, lines 13-15). The reference teaches that expression of BSSL can 
he done, using the appropriate expression vectors, in a yeast host as a cytosolic or secreted 
protein (column 10, lines 52-64; column 1 1, lines 21-30) Tang et al do not teach aP/chia 
pasfons expression vector. Martinez et al teach an expression vector comprising a Pichia 
pastons alcohol oxidase promoter follow^ed by the signal peptide of the sucrose invertase gene of 
Saccharoniyces cerevisiae (page 4, lines 11-17) Martinez et al teach the high level expression 
and secretion of protein when using this expression vector in transformed Pichia pastons (page 5. 
line 48- page 6. line I I ) It would have been ob\'ious to one of ordinar\' skill in the art at the time 
the invention was made to clone the DNA encoding mature lipase (BSSL) and its xariants as 
taught b\' Tang et al into the Pichia pastons expression \ ector taught by Martinez et al for the 
benefit of having an expression vector for high le\ el secretion expression of BSSL in Pichia 
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pastons. One of ordinar\ skill in the art is moli\ ated to combine the two teachings as rang et al 
teach expression of the lipase in \ east and Martinez et al teach expression x ectors for Pichui 
pcisions expression One of ordinaiT skill m the art would ha\'e a reasonable expectation of 
success at doing this because it is a reasonable expectation to be able to clone the DNA encoding 
mature BSSL and its \ ariants as taught bv Tang et al into the Pichia pasfons expression vector 
comprising DNA encoding a sucrose inxeilase signal peptide, as taught by Mailinez et al . as 
making such expression vector constructs are well known in the art Therefore the invention as a 
w hole w ould have been prima facie ob\'ious to one of ordinary skill at the time the in\ ention w as 
made 

20. Any inquirx' concerning this communication or earlier communications from the examiner 
should be directed to Peter Tung. Ph.D. whose telephone number is (703) 308-9436 The 
examiner can normally be reached on N4onday-Friday from 9:00 to 5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's super\'isor, 
Ponnathapu Achutamurthy, Ph D , can be reached on (703) 308-3804. The fax phone number for 
the organization where this appHcation or proceeding is assigned is (703) 308-0294, 

Any inquiPy' of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone,^ number is (703) 308-0196. 
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